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Fig. 2. Beta Call-Specific CDS* T -Cells in 8 .3-NGD Mice. (A) Proliferation 
of splenic CDS" 1 * T-cells Co islet calls. (3) Peripheral frequency of beta cell -reactive 
CTS + T-cells. (C) General proliferative activity of splenic CDS"- T-csiis. 
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Fig. 3. 8 .3-TCRap-Transgene Expression and Diabetogenesis . (A) Incidence of 
IDEM. (B) Progression of insulitis. *, p<0.0001 ( x 2) . (C) Flow cytometry prof ile of 
islet-derived T-cells from diabetic 8.3-NOD mice. (D) Phenotype of is let -infiltrating 
T-cells in 8.3-NOD vs. non- transgenic NOD mice. 
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Fig. 4. Diabetogenesis in Monoclonal T-Cell NOD Mice. (A) FACS profiles of lymph 
node cells. (B) IDCM incidence. (C) Phenotype of insulitis T-cells. Most of the few CD8+ 
T-cells in RAG-2-/- 4 . 1-NOD mice, and the few CD4+ T-cells in RAG-2~/~ 8. 3 -NOD mice axe 
due to background staining, as they are also seen in anti-rat IgG-FITC-stained tissue. 
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Fig. 5. Phenotypic and Functional Analysis of CD8+ T-cells from RAG- 2" 
8.3-NOD Mice. (A) Maturation markers on thymocyte subsets from 8.3-NOD (dotted 
line) and RAG-2" 8.3-NOD mice (solid line). (B) Activation/memory markers on 
splenic CDS* T-cells from 8.3-NOD mice (dotted line) and RAG- 2" 8.3-NOD mice 
(solid line) . (C) Proliferative activity of splenic CD8* T-cells in response to 
islet cells. <D> Cytokine RT-PCR analysis of islet-derived CD8* T-cells. (E) 
Kinetics of insulitis in RAG- 2" 3.3-NOD mice. 
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Fig. 10. some NRP-A7- reactive TCRs do not 
recognize NRP. A, reactivity of AI12-B1.3 TCR- 
transfected cells with TUM, NRP and NRP-A7- 
tetramers. B,- secretion of IL-2 by the 
trans fectant in response to stimulation with 
TUM, NRP and NRP-A7 peptides. C, TCR 
rearrangements of AI12-B1.3 (NRP-A7-reactive) 
and 8.3-CD8+ T-cells (NRP/NRP-A7-reactive) . The 
TCR-alpha chains of these two clonotypes use 
different Votl7 family members (17.5 and 17 4 
respectively) , 
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Low affinity NRP mimics and Type 1 Diabetes (T1D) 
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Anti-diabetogenic regimens and expansion of low avidity cells in islets 
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Expansion of "irrelevant' ' autoreactive 
cells by elimination of other specificities 




